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1. Le present rapport d'examen pr6liminaire international, etabli par I'administaration charg^e de Texamen prellminaire 
international, est transmis au d^posant conform6ment h rarticle 36. 



2. Ce RAPPORT comprend 5 feuilles, y compris la presente feuille de couverture. 

. □ II est accompagne d'ANNEXES, c'est-a-dire de feuilles de la description, des revendications ou des dessins qui 
ont ete modifiees et qui servant de base au present rapport ou de feuilles contenant des rectifications faites 
aupres de I'administration chargee de Texamen prelinninaire international (voir la r^gle 70.16 et {'instruction 607 
des Instructions administratlves du PCT). 



Ces annexes comprennent feuilles. 



3. Le present rapport contlent des indications et les pages correspondantes relatives aux points suivants : 



1 




Base de I'opinion 


II 


□ 


Priority 


111 


□ 


Absence de formulation d'opinion quant a la nouveaute, I'activite inventive et la 
possibility d'appiication Industrlelle 


IV 


ISI 


Absence d'unit6 de I'invention 


V 


lEI 


Declaration motivee selon la rdgle 66.2(a)(ii) quant a la nouveaute, I'activite inventive et la possibility 
d'appiication industrielle; citations et explications a I'appui de cette declaration 


VI 


□ 


Certains documents cit^s 
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□ ^ 


Irrygularit6s dans la demande Jntematipnale ^^ ..-iv 


Vlll 
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Demande internationale n° PCT/FR 03A)3038 



1. Base du rapport 

1 . En ce qui concerne les elements de la demande internationale (les feuilles de remplacement qui ont 4te 

remises a I'office recepteur en reponse a una invitation faite conformement a i'articie 14 sont considerees, dans 
le present rapport , comme "initiaiement deposees" et ne sont pas jointes en annexe au rapport puisqu'elles ne 
contiennent pas de modifications (regies 70. 16 et 70. 1 7)) : 



Description, Pages 

1-23 telles qu'initialement deposees 



Revendications, No. 

1 -5 telles qu'initialement deposees 

2. En ce qui concerne la langue, tous les elements indiques ci-dessus etaient k la disposition de Tadministration 
ou lui ont ete remis dans la langue dans laquelle la demande intemationale a ete deposee, sauf indication 
contraire donnee sous ce point. 

Ces elements etaient a la disposition de I'administration ou lui ont ete remis dans la langue suivante: ,qui est: 

□ la langue d'une traduction remise aux fins de la recherche intemationale (selon la. regie 23.1(b)). 

□ la langue de publication de la demande internationale (selon la regie 48.3(b)). 

□ la langue de la traduction remise aux fins de I'examen preliminaire internationale (selon la regie 55.2 ou 
55.3). 

3. En ce qui concerne les sequences de nucleotides ou d'acide aminesdivulguees dans la demande 
internationale (le cas echeant), I'examen preliminaire internationale a ete effectue sur la base du listage des 
sequences : 

□ contenu dans la demande internationale, sous forme ecrite. 

□ depose avec la demande internationale, sous forme dechiffrable par ordinateur. 

□ remis ulterieurement k Tadministration, sous forme ecrite. 

□ remis ulterieurement a {'administration, sous forme dechiffrable par ordinateur. 

□ La declaration, selon laquelle le listage des sequences par ecrit et fourni ulterieurement ne va pas au-dela 
de la divulgation faite dans la demande telle que deposee, a ete fournie. 

□ La declaration, selon laquelle les informations enregistrees sous dechiffrable par ordinateur sont identiques 
^tcejies du li^tages des, sequences Presente par ecr^^^ ...v' r vV5 .:.-; .r; - > > ' — - 

4. Les modifications ont entraine Tannulation : 

□ de la description, pages : 

□ des revendications, nos : 

□ des dessins, feuilles : 

5. □ Le present rapport a ete formule abstraction faite (de certaines) des modifications, qui ont et6 considerees 

comme allant au-delS de Texpos^ de I'invention tel qu'il a ete depose, comme il est indique ci-apres (rdgle 

70.2(c)) : 

(Toute feuiile de remplacement comportant des modifications de cette nature doit etre indiquee au point 1 
et annex4e au present rapport.) 
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6. Observations compl6mentaires, le cas echeant : 



IV. Absence d'unite de I'invention 

1 . En reponse a I'invitation a limiter les revendications ou S payer des taxes additlonnelles, le deposant a : 

□ limits les revendications. 

□ paye des taxes additlonnelles. 

□ paye des taxes additlonnelles sous reserve. 

□ ni limits les revendications ni paye des taxes additlonnelles. 

2. S L'administration charges de I'examen preliminaire international estinne qu'il n'est pas satisfait a I'exigence 

d'unite d'invention et decide, conformement a la regie 68.1, de ne pas invlter le deposant k limiter !es 
revendications ou a payer des taxes additionnelles. 

3. L'administration chargee de I'examen preliminaire international estime que, aux termes des regies 13.1,13.2 et 
13.3. 

□ il est satisfait a {'exigence d'unit§ de I'invention. 

□ il n'est pas satisfait a ('exigence d'unite de ('invention, et ce pour les raisons suivantes : 

4. En consequence, les parties suivantes de la demande internationale ont fait Tobjet d'un examen preliminaire 
international lors de la formulation du present rapport : 

IS toutes les parties de la demande. 

□ les parties relatives aux revendications nos . 

V. Declaration motivee selon Particle 35(2) quant a la nouveaute, ractivite inventive et la possibillte 
d'application industrielle; citations et explications a I'appui de cette declaration 

1. Declaration 

Nouveaut6 Oui: 

Non: 

Activite inventive Oui: 

Non: 

Possibilite d'application industrielle Oui: 
, ■ ... Nop:. 



2. Citations et explications 
voir feuille separee 



Revendications 1-5 
Revendications 
Revendications 

Revendications 1-5 
Revendications 

Bevendicatioris^ . ..1-5.«'-5.;..:..^ ^ - 
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II est fait reference aux documents suivants: 

D1 : WO 97/1 991 8 A (PF MEDICAMENT ;PATOISEAU JEAN FRANCOIS (FR); AUTIN 

JEAN MARIE (FR)) 5 juin 1997 (1997-06-05) 
D2: WO 93/04052 A (WARNER LAMBERT CO) 4 mars 1 993 (1 993-03-04) 



SECTION IV 

Gette Administration considere que les revendications couvrent les deux inventions 
suivantes: 

(1) Derives de formule (I) dans laquelle A represente un groupement .a) 

(2) Derives de formule (I) dans laquelle A represente un groupement .b) 

Les raisons pour lesquelles la presente demande porte sur 2 inventions non liees entre 
elles de telle sorte qu'elles ne formeraient qu'un seul concept inventif general, comme 
le requiert la regie 13.1 PCT, sent les suivantes: 

Le probleme technique sous jacent a la presente demande est vu en la mise a 
disposition de derives ayant une activite inhibitrice de I'ACAT. 

D1 et D2 qui divulguent des composes ayant cette activite sont consideres comme 
representant Tart anterieur le plus proche. 

Les composes de la presente revendication 1 du groupe (1) different des composes 
structurellement les plus proches de D1 en ce que le sulfure ou le sulfoxide a ete 
substitue par un sulfone. 

Les composes de la presente revendication 1 du groupe (2) different des composes 
structurellement les plus proches de D2 par le nombre des substituants du phenyle. 

L'objet revendique apporte done deux contributions techniques a I'art anterieur, a savoir 
des contributions structurales totalement differentes, qui n'ont paa de lien inventif en^.oo 
commun. 



SECTION V 
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1) . L'objet des presentes revendications est nouveau par rapport a D1, car D1 ne 

divulgue pas de derives de sulfone ou de tetrazole (Article 33(2) PCT). 

L'objet des presentes revendications est nouveau par rapport a D2 en raison du 

nombre de substituants sur le noyau du phenyle. 

L'objet revendique est done nouveau par rapport a Tart anterieur cite (Article 33(2) 
PCT). 

2) . Le probleme technique sous-jacent a la presente demande est vu en la mise a 

disposition de derives ayant une activite inhibitrice de I'ACAT. 

L'art anterieur le plus proche en ce qui concerne le groupe (1) est represents par 
D1 qui divulgue des derives d'acetanilide dont la seule difference est le 
rem placement d'un groupement sulfure ou sulfoxyde par un sulfone. 

Les donnees comparatives de la demande montre que malgre cette modification 
de groupe fonctionnelle Tactivite inhibitrice de I'ACAT est conservee, ce qui n'etait 
pas evident a la lumiere de Tetat de la technique -voir comparaison de Tactivite 
entre le compose de Texemple 16 de D1 (Eflucimibe) et le compose de I'exemple 
1 , page 22 de la presente description). 

L'art anterieur le plus proche en ce qui concerne le groupe (2) est represents par 
D2 qui divulgue des derives d'acetanilide dont la seule difference est que le noyau 
du phenyle est substitue par au plus trois autres substituants. 
Au vu done de cette difference structurale minime entre les composes 
revendiques et ceux de Tart anterieur divulgues dans D2, il est considere que le 
probleme a ete resolu de fagon evidente car I'homme de metier pouvait s'attendre 
a la retention des proprietes pharmacologiques pour les composes revendiques, 
d'autant plus que D1 divulgue des derives d'acetanilide ayant le noyau du phenyle 
substitue par quatre autres substituants. 

Par consequent, il n'est pas possible de reconnattre une activite inventive pour 
. ... robjet des.revendicatioris la. 5 (Article 33(3)- PCT)..... . .. .-.^r^.^^^^^^^^^ ..... 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of . 



. sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of. 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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International application No. 

PCT/FR2003/003038 



L Basis of the report 



1. With regard to the elements of the international application:* 
I I the international application as originally filed 

the description: 



1-23 



pages 
pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the claims: 
pages 



1-5 



pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 
pages 



, as originally filed 

, filed with the demand 



pages 



filed with the letter of 



I I the sequence listing part of the description: 



, as originally filed 

filed with the demand 



pages 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international {^plication was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation fiimished for the purposes of international search (under Rule 23. 1 (b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation fiimished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the mtemational application in written form. 

I I filed together with the mtemational application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 



The amendments have resulted m the cancellation of: 
I I the description, pages 

□ 

the claims, Nos. 

the drawings sheets/fig 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
5. I — I beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originaify filed" and are not annexed to this report since they do not contain amendments (Rule 70 J 6 
and 70. J 7). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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Supplemental Box 

fTo be used when the space in any of the preceding boxes is not sufficient) 
Continuation of: IV . 

The present Authority considers that the claims cover the 
following two inventions: 

(1) derivatives having formula (I) wherein A is an .a) 
grouping; and 

(2) derivatives having formula (I) wherein A is a .b) 
grouping. 

Contrary to PCT Rule 13, 1, the present application 
relates to two inventions that are not so linked as to 
form a single general inventive concept and the reasons 
for this are as follows: 

The technical problem underlying the present application 
is considered to be that of providing derivatives that 
have ACAT-inhibiting activity. 

WO 97/19918 A (Dl) and WO 93/04052 A (D2), which disclose 
compounds that have this activity, are considered to be 
the closest prior art. 

The compounds in the present claim 1 that belong to group 

(1) differ from the compounds which are structurally 
closest in Dl in that the sulphide or the sulphoxide has 
been substituted with a sulphone. 

The compounds in the present claim 1 that belong to group 

(2) differ from the compounds which are structurally 
closest in D2 by virtue of the number of phenyl 
substituents . 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 

Continuation of: IV • 

It follows that the claimed subject matter proposes two 
technical contributions to the prior art and these 
contributions are structurally entirely different and do 
not share an inventive link. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement ' 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-5 



1-5 



1-5 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and ^lanations 

Reference is made to the following documents: 

Dl: WO 97/19918 A (PF MEDICAMENT; PATOISEAU JEAN 

FRANCOIS (FR); AUTIN JEAN MARIE (FR) ) 5 June 1997 
(1997-06-05) ; 

D2: WO 93/04052 A (WARNER LAMBERT CO) 4 March 1993 
(1993-03-04) . 



1. The subject matter of the present claims is novel 
over Dl because Dl does not disclose any sulphone or 
tetrazole derivatives (PCT Article 33(2)). 

The subject matter of the present claims is novel 
over D2 because of the number of substituents on the 
phenyl ring. 

As a result, the claimed subject matter is novel 
over the prior art cited (PCT Article 33(2)). 

2. The technical problem underlying the present 
application is considered to be that of providing 
derivatives that have ACAT-inhibiting activity. 
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The prior art closest to group (1) is Dl . Said 
document discloses acetanilide derivatives and the 
only difference is that a sulphide or sulphoxide 
grouping has been replaced with a sulphone. 

The comparative data in the application demonstrates 
that, in spite of this modification to the 
functional group, the ACAT- inhibiting activity is 
retained. This was not obvious from the prior art - 
see the comparison between the activity of the 
compound in example 16 of Dl (Eflucimibe) and that 
of the compound in example 1 on page 22 of the 
present description. 

The prior art closest to group (2) is D2. Said 
document discloses acetanilide derivatives and the 
only difference is that the phenyl ring has been 
substituted with at most three other substituents . 

It follows that, in light of this minor structural 
difference between the claimed compounds and the 
prior art compounds disclosed in D2, it is 
considered that the problem has been solved in an 
obvious manner because a person skilled in the art 
could have expected the claimed compounds to retain 
their pharmacological properties, especially since 
Dl discloses acetanilide derivatives in which the 
phenyl ring is substituted with four other 
substituents . 

As a result, it has not been possible to recognise 
an inventive step for the subject matter of claims 1 
to 5 (PCT Article 33(3)). 
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